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Gelgy Simazine 80W (807% wettable powder)
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s-triazine, 2-chloro-b,6~bts(ethylamino)
Cy Hy2 CINg

mp 225°C (Tech 224°C)

White crystalline product. Practically
{nsoluble in water, slightly soluble (n
dioxane and ethylcellosolve.

Chemical Preperties

I'se H
Company :

Reascn :
Formulation Simazine,
L

.- -

Stable to aqueous alkall and dilute acids

but hydrolyzed in the replacement of chlorine
by hydroxy at moderate acidities on warming.
Herbicide - control of annual weeds in alfalfa.

Gelgy Agricultural Chemical, Division Gelgy
Chemical Corporation

Experimental

tech. 82,50%

100.00%
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Acute Mouse Oral (Crystalline and e r-
98.5% Tech) : Male + Female LDsn > 5000 mg/Kg o=
Acute Rat Oral (Ccystalline and }_‘&
98, 5% Tech) . Vale + Female LDsg >5000 mg/Kg :

3 L i

’ Acute Rabbit Dermal (Formulation) : Male + Female LDgg 10.2g/Kg . l

: Moderate skin erythema and edema -
= resolved by l4th day. Animals E_

dosed at 10.2g/Kg developed marked .

* paralysis and tremors which did

i not resolve by the 14th day.

Acute Rabbit Optic (Formulation) . Moderately irritating - Draize &
method {

H

‘ Primary Skin lrritation - Albino L

Rabbits (Formulation) : Slightly irritating - -
b
_ Subacute Mouse Feedings (Tech and N
-~ -Crystallineh ... . 7 no effect level 250 mg/Kg- ',
Tech FAtErtat—ktited-3/40- 8 o - ~ e
125C mg/Kg, 7/10 at 2500 mg/Kg.
Subacute Rat Feedings (Crystalline)
{28 days) . No deaths at 1250 + 2500 mg/Kg L
dosage. Autopsy revealed hyperemia, .
ulcers and fissures of stomach and - o
. small intestines. —
b Subacute Rat Feedin:s {Tech) ‘.‘
: (28 days) : Progressive increase in number of -

4 deaths with increasing dosage, to >

! 2500 mg/Kg. 5/190 animals on 1250 s

i mg/Kg dosage were asymptomatic. -

: 4710 animals on 2500 mg/Kg dosage n
A died, presumably as a result of !

i drug toxicity. No symptoms were )

i elucidated in the text. Autopsy *
4 findingd suggestive of Gl tleeding. H
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Subacute Rabbit Dermal (21 days)
(Formulation, 80W)

Chronic Rat Feeding (2 years)
(Formulation 50W)
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;. Moderate to severe decreased weight
gain in tested animals. 507 death
rate on 20g/Kg/day. Unccordination
noted in 1.0g/Kg/day groups, paralysis
noted in 2.0g/Kg/day groups.

: No- evidence of drug toxicity at 1,
10, 100 ppm.
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Slvmazine. ' B 050(,9-93

Page 14' is not included in this copy.

Pages through are not included.

The material not included contains the following type of
information:

Identity of product inert ingredients.
Identity of product impurities.

_kfi/nescription of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.

______ A draft product label.

The product confidential statement of formuia.
Information about a pending registration action.
_____ FIFRA registration data.

The document is a duplicate of page(s) .

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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Acute Mouse Oral (Crystalline and 98, 5% Tech)

5 to 15 male and female mice were given dosages of 1000 to 5000 mg/Kg
of pure and technical grade Simazine. The dosages were administered

by stomach tubes and the chemlcal was given as a 20% emulsion with —
gum arabic. The animals were observed for one week, -

L]
]

!

1

Results

Male and female LDsg 5000 mg/Kg.

Acute Rat Oral (Crystalline and 98,5% Tech)

Five rats (male and female) were given dosages of 2500 and 5000 mg/Kg.
The chemica! was given as a 20% emulsion with gum arabic and administered
by stomach tube, The animals were observed for a period of eight days.

Results

_LDsg 5000 mg/Kg. -~ — i} R ‘

AT i et T

Acute Rabbit Dermal (Formulation)

C'4
0

1

Two each male and female albino rabbits were dosed with 4.6, 6.8, and
10.2 g/Kg of the test material for a period of 23 hours. The animals
skins were shaved but unabraded. ’
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Results
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LDgg 10.2 g/Kg. No deaths occurred at these dosage levels,
Extreme paralysis of the hind quarters, moderate tremors and convul-
sions were noted in animals dosed at 10.2 g/Kg. In these animals
extreme paralysis was still present at the end of the 14 day observa-
tion period. Slight to moderate erythema and edema were noted {n all
dose groups at the 24-hour period. Reactions subsided during *he 14
day observation period :and by the end of this time the skin at the
application site appeared normal.
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Acute Rabbit Optic (Formulation) . TR
50 mg of undfluted test mate-ial was {nstilled {nto the conjunctival sac ;
of the right eye of each of five test rabbits, The left eye of each
ani{mal served as control., Irritation was scored according to the Dralze
method at 24, 48, 72, 96 and seven days following the {nitial f{nstillatfons.
Results L——-
s Lo
Eye frritation was rated as moderataly frritating. - rﬁﬁ:&:
Primary Skin lrritation-Albino Raboits (Formulatf{on)
One-kalf gram of test material molstened with 0.5 ML of water was applied
in the form of a square two snd one-half CM on the side to two test sites
located on the back of each of four test animals, One site was abraded, ‘

the other unabraded.
Results R A

Average Draize score at 2% and 72 hours for {ntact and abraded skin
was one - slightly irritating.

e ox e o TR
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Subacute Mouse Feedings (Tech and Crystalline) s
maily dosages of 10 and 250 mg/Kg were admiaistered to five male and five E?::"’
female mice by stomach tube for & period of 20 days. 1250 and 2500 mg/Kg ?ép.az
were fed groups of five each male and female mice daily for 28 days. T

Results , -

- € .-

. P

The 10 and 250 mg/Kg/day dosages produced no deaths {n any of the } o

aximals tested. No symptoms were noted {n the data received. 1250 mg

of the technical materfal killed 3/10 animals in the 7-11 day. 2500 mg/Kg S

of the technical materfal killed 7/10 animals in the 3-11 day. 1250 mg/Kg ‘f"f"“
kiilled 5710 animals {n the 9-22 day. 2500 mg of the pure material killed . { -

2710 animals on the 12th and 28th day.

Subacute Rat Feedings (Crystalline) (28 days)

Daily dosages of 10, 50, 250, 1250 and 2500 mg/Kg were administered to
groups of 10 rats (5 sales, 5 females) by stcmach tube for a period of
28 days.
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Result 'f‘”“’.
Results "o ,_":—.’)
There were no deaths at the 1250 and 2500 mg/Kg dosage level, - ot

however, 20% of the an{mals on the 50 mp/Kg dosage level and 10% of
the animals on the 250 ng/Kg dosage died between the 19th and 29th
day, 7/10 animals on the 1250 mg/Kg dosage showed no symptoms. 2/10 !
snimals had blood in the intestines on autopsy and 1/10 animals showed i
blood tn the stomach snd petechiae pathological specimens of animals L.
fed 2500 mg/Kg showed stomach ulcers, fissures and hyperemia, Nc - —
symptoms of toxicity were given i{n the report,

AT
Subacute Rat Feedings (Tech) (28 davs) .

Five each male and female rats Vere fed daily dosages of 10, 50, 250,
1250 and 2500 mg/Kg by stomach tube for a period of 28 days. )

Resgults k

There was a progressive increase in the number of deaths with the ﬁ%ﬁ';

increasing dosage. Patholcgical speciments showed stomach ulcers and t*f‘
hyperemia of the small intestine, 3/10 animals died, 5/10 animals were rm—

asymptomatic on the 1230 mg/Kg dosage. The same pathological findings '
were found {n the animels fed 2500 mg/Kg. 1n the data there is no report :
T o Tthe symptoms ol dfﬁi”fﬁ?ffff?f”‘ﬁ?Tﬂ”!ﬁtMKTU”1“’thE“ZSOO mg/Kg group - T SR -
died on the 6-24 days of the experiment. !

Subacute Rabbit Nermal (21 days) (Formulation, 80W) t:?ff‘
PN

Skin applications of Stmazine BOW were made in the form of 50% (W/V) B R
aqueous suspension to four test groups consisting of five male and prm—
five female albino rabbits each. Two dosage levels were chosen - 1.0 TR
g/Xg/day and 2.0 g/Kg/day. The 1.0 g/Kg/day dosage was given to each FVQ&'
of two groups - animals with unabraded and abraded skins. Likewise with- R
the 2.0 g/Kg/day dosage level. The test material was placed in contact A
with the skin seven hours per day - five days per week for a perfod of R
three veeks. A control group consisting of five males and five females ;‘t”"
was also emploved. Animals in vhis group received dally dermal doses v
of tap water comparasble {in volume to that administered to the high dose k
groups. All rabbits were fed standard laboratory ration plus water ad b
liditum. Dosages of the test material were placed on the application T
sites of each animal and immediately covered with a piece of plastic L fﬁ

sheeting. . r":
"ws
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Mortality - No deaths were recorded amongst animals dosed at 1.0
g/Kg/day. S5/10 enimals in each of the 2.0 g/Kg/day dosage died (unabraded -
and abraded skins) between the 7th and 15th day of application. 4/10
animals on the 1.0 g/Kg/day dosage level displayed uncoordination., Two
ani{mals in the abraded group on 1.0 g/Kg/day exhibited moderate paralysis

Regults i£u§a
]
]
[

after the 7th dermal application. All animals on the 2.0 g/Kg/day dosage (§ﬂp&.
level exhibited uncoordination after approximately six applications. o
After the 7th application the animals {n these groups appeared paralyzed. Y —
The animals remalned practically i{mmobile, the only movements being

uncoordina~ed leg or head movements unt{l the end of the {nvestigation

period or until death intervened. Deaths occurred from the 9th to the

21st test day.

Body Weights - All animals dosed at 1.0 and 2.0 g/Kg/day displayed L—-_-
moderate to severe loss of weight durfing the test period. The animals in :Sfé
the control group gained wefght normally. tﬁ»i

The iocal skin reactions were characterized by drying and cracking .
of the skin at the application site. The skin at the application site ‘ }

”-~ﬂ,wﬂ,walso"appgazgdeomheccme,;hickcned,duning_Lhamcnurne*of the study (both o]
unabraded and abraded skins). }

Gross and Histopathologic Studies - With the exception of the changes k#:c*
noted nf the skin at the application site, no significant gross or histo- :;h»r
pathologic changes were noted in the tissues and organs examined. Py

Hematology Studies - Hemoglobin, hematocrit, erythrocyte count, WBC boo.
and differential counts were all unchanged in the test groups. {ftl

Serum Chemistries - BUN and alkaline phosphatase determinations were \...'
made on all animals. There was no change between test and control groups. -’

Urinalyses - There were no abnormal findings noted. :

i
Chronic Rat Feedings (2 vears) (Simazine 507%) k
B t"“.—’
10 each male and female weanling rats were fed at dietary levels of O, e,
1.0, 10 and 100 ppm S{mazine 50W. The dietary level was calculated o
In terms of the active Ingredient. Rody weights, food consumption, X,
general appearance and behavior of control and test animals were recorded ‘
o mn
!
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on a weekly basis, After 26, 52 and 104 weeks, hemograms were performed e

(HCT and differential counts) on five each male and female rats from each

test group., In the same interval urinalyses were performed. Five each ’
male and female animals from each test group were killed after 26 weeks i
of the experiment., Three each male and female animsls were sacrificed

after 52 weeks of the experiment. Sections of the sacrificed animals

were studied grossly and microscopically. The liver, kidney and adrenal E:;*-
weights of all the animals were recorded, The testes of the male animals :"&ST-
were alsoc recorded and the organ to body weight ratios were determined ?f.fi
for these animals. At the compietion of the study (2 years) all the s

surviving control and test animals were sacrificed and autopsies were
performed. Autopsies were performed on rats which died during the
course of the study also.

Results

Gross Appearance and F.ehavior - The general appearance and behavior ‘f“&:'
of the test animals of both sexes were comparable to those of the control i
animals throughout the entire 104 week experimental period. [

Mortality - Mortalfity rates of control and test groups were com- g

“""“"P‘arn‘ﬁi 2% e s - e .3 wrrrmmens e

Crowth and Food Consumption - Growth curves of contrel on test
animals remained comparable throughout the study. Food consumption L- B
values for all male and female test groups were within normal limits ;;?g,.
and comparable to those of the respective controls throughout the entire o
study. prmm——

| e s

Hemograms - Female animals in the 10 ppm dietary level were noted t?’f‘
to have an increase in the percentage of eosi{nophils at 26 weeks, There {;;
were no {nfectious processes or parasitism found i{n these animals which e -
could explain this finding. At 52 and 104 weeks the differentiai leuko- Lo
cyte count for all male and female control and test animals were generally L:.-
within normal limits. The percentage of segmented neutrophlils were high =t
at the 1046 weeks in animals of control and test groups, both sexes. : -

‘Urinalyses - The urinalyses of animals in the control and test LQHi;
groups at 26 and 52 weeks were within normal limits. Proteinuria was ?: s

1
H

observed {n all groups including the centrols at 104 weeks. This was
thought to be a result of the presence of bacterfa {n the samples,
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Comments

Data ca Simazine 80W has been reviewed.

This product shows a low degree of toxicity when administered
by the cral and dermal routes. This product is slightly dirritating
to the skin and moderately irritating to the eyes.

No evidence of carcinogenicity or teratogenicity has been pre-

sented. R
The two year chronic rat studies gave no evidence of drug toxicity Efgffi—
at the highest dosage tevel (100 ppm). A lethal or toxic dosage level
was not included in this study.
No inhalagory studies have been presented with the data. %ﬁfﬁ“
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Gross Pathology - There were no consistent gross pethological find-
{ngs which couid be attributed to drug toxfcity. The organ weights and
organ to oody weight rotios for the test groups of both sexes were Zom-
parable to those of the respective control groupe except for the liver
weight of the females of the group fed 1.0 ppm sacrificed at 26 weeks.
These were found to be significantly lower than thet of the femaie

controls.

Histopathology - There were rno pachological changes in the tissue
sections examined of the animails sacrificed after 26 end 52 weeks of
feeding that could be associated with drug toxicity. The microscopic
findings for male and female rats sacrificed after 104 weeks of feeding
showed ro significant variations in test and control e.ilmais,

Incidence of Tumors - Thyroid adenomas, carcinoma®, and aderc
~arcinomas were found, Sarcomasof the lung and subcutaneous tissue
tumors were also found, None of thase tumors occurred consistently in
any cf the control or test groups.
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e composition of technical Slxﬁaz—fme is shown in Table I.

TABLE T

Composition of Technical Simazine

Simazine o - 91,5% min.

s

The principal commercial_formulation is Simazine 80W...The. .. ... .. .

composition of this product 1s shown in Table IX.

Composition of Simazine 80W

Simazine, teci.

82.50%

""'”‘;5Tfu
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Page is not included in thls copy.

Pages IE{ through I Z are not included.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.

Sales or other commercial/financial information.

The product confidential statement of formula.
Information about a pending registration action.
FIFRA registration data.

The document is a,duplicate_of page(s) .

V' A draft product label.

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your redquest.




Beview of gn Acyte Inhalation Study for Simazine 80W

001891
Acute Rat Inhalation (80W) °

9 :ata'were exposed for a one (1) hour period to a dust concentration of

1.8 mg/l of the test material.

Results:

o deaths or signs of toxicological dr phagnacological effects due to
exposure were noted in any of the animals. 24 hours after the exposure
all animals sppeared in oormal condition. The test snimals vere sub-
jected to gross autopsy 14 days after exposure. One animal in the test
group showed minor abnormalities in the lung and large lymph nodes in
area of the thymus. All other animals sppeared norpal. Weight gains

were within normal limits.
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